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i hereby crfiifr c<»Ttf>pOT4eftCC ^Qg^^Pf^ 1 ^ ^^L3^r wLlii^L D C 20211 cm ft* m 

mid i» » m**Uf* iddtwH Tfr Cammiwfawr tor PmwM 1 . www ^hk 



MteCR4.2Q02_ 



Due of Sipsnrc W4 of Mail Pcpatfi 




AQ^i yw OP ML fgg f fc POIG PURSUANT TO 37 CJ.fr jjl. T 3? 
par Sir or Madam: 

I, Peicr C. Ooig, hereby declare: 

(J J 1 received my PhD- from the University uf Toronto in I WO- i am currently a 
Principal Sdenrisi in The Biochemistry. Infwwon Discovery Croup at AswaZeneca RAP. 
Boson, MA, *her* fce focus of my research is wgei based drug discovery efifons in infectious 
disease. A copy of my curriculum vi»e is attached nerew as Exhibit A. 
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No 32>relatiog»tr*E™imn^^ 8 
pending claims lack utility and erwblemeni. 

m Tte following studies, whicb were performed under my direction and supervision, 
^pfirm 0* utility of ft* oWmed *l«ed j^W** as having Ac ability 10 a* immune 
response, as set for* to '038 apptteariot*. 

(A) A«lil»odiw. Monoclonal antibodies were produced u*og lecoinbroaot bis- 
Kgged HopE (full log* mamre sequence -1 1 C-wminai amino acids) or using «n outer 
membrane preparation derived from H- pylori swain CCUG 17874. HopEU« 239 amino acid 
polypeptide which is » SEQ ID NO:764 of toe "032 application at amtao acid restdues 

24 through 155. Monoclonal antibodies were developed by Immuno-Preeise (Victoria B.C., 
Canada). Polyclonal amibodies were generated mrcbbiuuar* Frcund's complete adjuvant fer 
it* imtial priming. lUbbits were give* bwsmutu^^^ Wh, » 
antibody titres were sufficient a* measured by EUS A losing recombinant Hop* as Ac anfigea) 
and Western blot, animals were sacrificed and sera collected. All work involving animals was 
performed according to the -Guide for the Care and Use of Laboratory Animals- published by 
II. AR tTue Institute of Laboratory Animal Resources). 

(B) Peptide lyuthwis and epitope mapping- Immobilized overlapping peptides 
based on tbe sequence of HopE from J*» were synthesized using the kit purchased fiom Chiron 
(roimimpe). Peptides *vcre synthesized as 10-raer* an 8-araino acid ovciUp, witb the «rst 
peptide storing at the glutamic acid residue of the mature, proce*. prottia. EL1SA was 
performed according » the following method. Antigen was twed to each well by the addition of 
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, * M ,nwrf in cttbonne buffer pH 9.6. ClO ug wrta*^ bu8fer > ^ 
Zpb^ arbor* radi^ 

sol^-nd 100 «lof 8 wb W ««cw« added, for aUcall*: pbosph*** antibody U»s 

comaiusd 1 m* * 10 »M*«l«ol-»b* pH 9.S- 0.5 rnM 

410... For hor* radisb peroxidase conjugated wubodto. eir** 100 uVv*U of 04 toft 
OPD/mi to 100 *M MB buft*. J>H 4.5-0 006* H A ww *tod, awd wi& «> uJ^eU of 
4M ftSO,^ rwd v 4*0 nm or 1 00 id/ well of 0.5 rag ABTS/nU 7 «M r*o*ph*e-SmM 
citrate buffer pH 4-6-0.015% HjQjvras added and read at 410 am. 

tO Epitope fdcntiflomoa. Minutope analysis wiis able u> map U* epitopes of 
oil monoclonal wnbodiw ewmined. Th* primary peptides thai reacted *i* cither monoclonal 
a polyclonal seia are shown in Tabk 1 , below. These peptides are present « SEQ 10 NO:764 
ofibc'032 application. 



Monoclonal antibody 


Type 


Epitope 






QVYAPNKIQL 




IgC 


sWdtPPtiU' 


Itll) 




"sWfltPPGJ-T 




IgCl 


swGcppcyr 


IF3 


IgGl 


SWGCPPOLT 
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'RaMiUPoiycloatJ 



fcabbit Polyclonal 



lUbbltFotycifloai 



KabbH Polyclonal 



Rabbit PoJycw*»l 



TQSWQcpp6 



Rabbit Potycional 
B*bWt Polyclonal 
Rabbit Porycwtw 



svvscpporr 



VGCPPGtTAN 



wovgspUau 



vSsbEEapiT 



(4) to my opinion, i*re»te of ibe exponents described h<^4cinansi^ that the 
dinned polypeptides, fccluoin* those shown in Table I above, have fee ability to induce art 
immune response 

I ben*? declare Ow sU statements made herein of my own Iwowledge we true and that all 
swemenw made on information and belief are beUeved to be true; and further that the* 
s^cme* were n^wi* the 

probable by tine or wprisonmenu or bo*, under Section 1 00 1 of TWe 18 of the United States 
Code and thai such wilftd fal* statements may jeopardise fee validity of the application or any 
patent issued thereon. 




Peter CDoig,Pb.D. 



March i,20Q2 
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Current pwtfww 



Curriculum Vliae 
PrtwC.Ooifi 



Principal Scientist, 
Biochemistry, Infection Discovery 
AstraZeneca RAD Bonos 
3S Gatehouse Dr., 
Walwam. Ma 02451 

Tel: 1781>83^4534 

Secro* -mail address: Pew.Doi8@AsmiZeMea.com 



Home Addms; 



Education; 



14 Now Dame Rd. 
At: too, MA 
01720 

(978J-264-O7S0 

BSc., University of Toronto, 1984. 
M.Sc. University of Toronto, I98tf. 
PJ».D™ University of Torowo, 1990. 



Position 

principal Mieroisi 
Biochemistry 

AstraZeneca RAP Boston 
(1999-present) 



Rweart* scientist 
Biochemistry 

Astra Research Center Bosion 
U9M-1999) 



Duties 

Participate in tarter based drujj discovery efforts in 
infection discovery in biochemistry. Responsible lor 
protejn/enzym* characterization, purification, assay 
development, and various aspects of lead discovery 
as well as participating on /leading various drug 
discovery teams. 

Participate in/lead teams in ide»16«WM>» of Target 
molecules for therapeutic intervention for H pylori 
related disease. 

Identify and characterize Vaccine candidate antigens 
frmtf. pylori. 
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Set*, of Biochemistry and MiCTObwlogy 
Sanity of Vicioria (1990-199S) 
Supervisor. Or- T- !• Trust 

Scientific Consultant (retainer) 
CwadianBio-ConcepB 
Victoria, B.C. (1994*1995 (Apr-)) 

Scientific Copsulawi 
MicroJogix interowonai 
Vicwtw.B C tlW3) 

Teaching assistant. Microbiology 
University of Toronto 0984-1989) 
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ideation and c ^ ac ^Sl°JSSs > 
important antigens fiom *e bacterial pathogens 
Campylobacter, Helicobacter, and Aeromonas. 

Consultant on the development of various 
immunological and biowaw reagents. 

Consultant on the development of various umauop- 
diagpostic Wis. 



Pr*fe»*m*l Societies; 

American Society for Microbiology 

Award* and Feitowshipa: 

Natural Sciences and Engineering Research Council of Canada 
Poa-Docwrai Fellowship (1990, 1991) 

Ontario Graduate Fellowship (1989) 

Natural Sciences and Engineering Research Council of Canada 
Postgraduate Fellowship (1986-1988) 

University of Toronto Open Scholarship (1984, 1985) 



Tl>t*e»: 



j4.Sc OtwacteriaMion of ibc binding ofPsewtomom* aeruginosa elgwate to human 
buccal epithelial cells; structural diversity among alginates. 

Ph jy charactcriawon of the pilua of / Wbwowu uen^tnosa: demonsirawon of an 
epithelial cell binding domain within the pilin- 
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Theses supervisor R- T. 1W" 

epithebal «Us. infea. Iraumn. 56:1641*1646. 

w . n . --dJLT Irvin- l9M.Hianan buccal epilbdwlreH 

acuviiy. Can. J- Microbiol. 35:1 14W14S. 

on™5be«ncc of JW**** «r«m to anm* b«*al e pi *eUal cafe, 
Miaobial Ecology HdOUi Ois. 2:203-209. 
* , .dtp TVriB K. K. Lee. P. A- S»tfry T W. psroncbycb, T- Todd, and R- S. Hodge*. 

^j^SSS^S^ subuniicoinaina a brnwaepiihcUsJ cell-bnufcng domam. Infect. 
Imwun.S*372Q-372«. 

^foVKrencew tam buccal avfahcUal cell*. MoJ. Micmtaol- 3:1493-1499, 

s ivtis p p a. S»uv, R. S. HodsMt K, K. Ue, W. Paraaehycb, and ». T. Iron. iWO 

sjXSS I crib by monoclonal antibodies directed agar** P»«- Weci. l*™ 1 "- S** 2 *-* 30 

9 Iron, JL To P. Wg, P. a. Sastry, B- H*H**% »"* * P*™***- l»f • UseWwss of 
^uSbriim parameters of adfcsii* in predicting omcome of cowpetfoon for bac«nal 
wata'n^ epiU*UalceU*b, « 
beierologut* pilus type. Microbial Ecology Heal* Dis. 3;3M7. 

^gwgauon >«n3*i urea* of mcotentr pylori, J. Bacienol. 173:5663-5667. 
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11 . Tnm, T. J.i P. IV awl tomain to the 

affiniiy Ending of toe bascinem raemWMW phww» ^T*, C)R '*T 04 
5?5> HvlUnbaiW pylori- UfiXLlxmw. 59.43984404- 

, . . a™** m KomwiiHa,»wlT.a.Tni«. 1992 .J*oducuor» of a conserved 
174:2539-2547. 

, _j_ w »»/ b ™« m stMvan.aBdT.<l-Tn»t. 1992. SmiCTunU comparison of wasc 
15 - ^^^^m^c^riX XtWl 174.7470-7473. 

^^^ve ^br^cdiatebiading oS Salmonella «**ffl* to ftKoneco*. X 
Bacterid. 175:12-18. 

J 7. Doig, P. J. W- Austin, Mtf T. 3, Ita* 1 993 Uft protein » 

aJuoii conwwfog protein «i«nMm» fenum. J. Bactenol. 175:557-560. 

i* tw„ » w D. McCubMn C. M. K«y, •*<» T, J. Trttit 1993. pistribuuoo of surftce- 

of the S-teycr protein otAtromow sahwmKida. J. Mol B»l 2337»-7«. 

l9.Do*,P.««IT.*Tmiam 

loextnceUular matrix protons. J. Microbiol. Methods 11167-1 80. 

p^by$.l9W riffi dKrf**» fimbria) Adhean. Infect 

Imroun. 62:2834-2842, 

21. Poig, P- m T. J- Tnut. 1994. Idemificauoo of surfece exposed outer memprane «wg«w 
of Helicobacter pylori Infect imwmi. 62:4526-4533. 

22. ¥80. It, B- MM, P. Pofe. T. J. Trust. 0. R. Burr, *o4 P. Cuerry. 1 994 Isolation of motile 
3 defective in invwicm of ertcaryotic 

role of fbgelte i» invwioa. Mol. Microbiol. 14:883-894. 
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63,1567-1572. 

» *™ » tf W Hancock, rod T. 4. Tnrtt 1995 Isolawmand 
8«c»iol. mi5447-S452. 

VC167 flagcUw Mol. MkhM. 19:369-378. 
Jlycosyl woieiy. Mol. Micrbiol, 19:379-387. 

28 - U1££e ^ 17874 

» a Upopro^m J. BwwnoU 17* 6049-6057. 

JS^^^ic^P^n^ involved » Caw***™ pnhogmeftt. Mol- Microbe 
JIK88S-894. 

tS^SSMSx:*^ 1999.0^^^ 

iX« fof *■ b«wn e*nric pa*o„en Helicobacter pylon Nwwe 397:176-180. 

3 1 Do*, P, B. L. de 4««ii* R. A. Aim, £. P. Brow* M. Uri.-Nirtol»», B- Nmift. 

m ££SS7^ Physiology predict from genomic company of wo aw* 
Microbiol. Mol. Biol. Rcv.63:675-707. 

35 Aim. JL A,. J, Bina, B. M. Andrew*, P. Ooifc R. E. W, Wawod* wd T. J- Tr»«. 2QQQ. 
Infect. Immun. 68:41 J 68. 

preparation of a murmc pMftogen, mcobacter Infect, iromun- GMSoz^aw. 
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Chapters: 

^^^MHiS^X^ri protocols. Eds. C. l» Clayton and H- T. MM* Humana 

fteasTowvaNJpp. 177-189- 

Invited **jnl»aw 

Ou^fcanocom^of^ 

Conference on Htteotomrpylar, and Gastrodii«k»al Diwo&s. wasnwpw., 
January 27-28, 1997. 

Targe** the pylori ***** * Selected topic in CI 

oSe.NiA8«4-«i-^'l-aJ«» ON, Canada. Nov. 20, 1997. 

Abstract*; 

_ . D -..in t irviH 19&S The adhesion of i°K-wjWo*<w atrn$inosu outer 
°2ot^££^^ ^Mcc^eoftbeC^adiaoSoc^of 
Microbiologist Halifax, NS. 

Doie P N.R> Smith, aod R. T. lnrtn- 1986. Chancwriation of J»c Wilding of 

al£U»K u» human buccal epithelial cells. Annual Meeting of 
ihe Canadian Society of Microbiologists, Toronto ON. 

note. P % Parwwnydh aw» »• T. !»*». 1986 The tok of pili in *e adhesion of 
*$£2m£^9 *» h«nan buccal epithelial cells. Annual Mectmg of the 

Canadian Society of Microbiologists, Toronto ON. 
»„... H ht».h iv m. jflire. B. Pifknkr, P. a. Sastry, W. Uulbf rt» P. Mann* P- Poig. Jt 

tract- North American Cystic Fifcosis Conference Toronto, ON. 
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Microbiologists, Windsor, ON, 

VA 

22nd Annual Wesiero Branch Mecuoe- Vancouver, B- C. 
* . iv p note M.Stewan,w<JT.J.Tni«. 1 991 . Macromoicciuai »wwe of 

Branch Meewig. Vancouver, B. C. 
iw t .1 P Dole. U £»5d», 2- Kiwi*, T. Wadwom, and P. O'Tool*. 1991. High- 

^^^^^^^^ 

vaMklkotxcKr ptforU Bologna, Iiaty. 
ftm«.P J W Au»Tin. and T. J. Trust. 1991. Idennficarion and clwacwiiarion jf a 

Helicobacter, and relawd organisms. Sydney* Austral*. 
^ A ih.<a» « * L Emfldv. P. Dots* K-U. Mulkr, T. J. Trn«» and W. W. Kay . I »2- 

Am3M«t«£ of *e American Society for Microbiology, New Orleans. 

Doit P and T- J. Tnwt- 1994. ld^wftanon of ouw membrane surface 

Annual Mecw* of we Canadian Society of Microbiologic 

Vancouver, B. C. 

Dote P. and T. J. Turn- 1994. Surface antigens tftithcobww pylori. Annual Meeting 
ofthe American Society for Microbiology, Us Vegas. 
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W»che«*, England , . 

Winchester, Eagiwi- 

S^Soci«y fiwMiaotaotogy, WMhmg»n,P.C. 

5£f survive yoder aqaerobic ^"^F^^^^p^^m. New 
S^Anaual Meeting of *e Amencan GiwocwwU*^ Assocwmoa 

Oilcans, l-A- 

Associaiion. Orlando, FU- 



FftftnTt: 



TWe; w*w*www* peptide composition and method- 

fcvia; R. T., Doig; P. C, Zowman. P. t, Wong, w. Y. 
TidrSywhetic pseudowoww aeruginosa pUin peptide vaccine. 
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. „ M „f Hflims 202-203 which is ft iscombiuaro 
U3. An isolwd polypeptide of any one claw* w 

pojjpcpiidc. 

132 , a fc*c« ^ ■ of »y - o f *M« »* . 

additional amino acid sequence. 

comprises an tl. pylor* poi>pepxidc. 

I* Aco«,^««~m^^ 
pbinoftceimcaUy acceptable earner. 

.pcific ft. Ac tolywS* «« •»* » s *» 113 N0; W 

SB, m NO: 764. MMti H poSW* —I— « "* *— 
rwlypejai* set forth in SEQ »NO:76*. 

j,2. AC o»p«»««^.r« a W«I^tf^ 
acceptable carrier. 

220. aa isolated polypeptide of any «* of el«ms 202-203 « about 
12 consecutive amu» odd ***** of SEQ IP NO: 7M. 

221. A* Mart polypeptide of any one of claim* 202-203 compri^ « tea* about 
Ww-m^^i*!"^''*^* 05 764- 
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m An isolated poiypeptid* °f °^ < ^ a ^ ro * *02»203 «wBprt»iflB *t l* 88 * abon* 
aOc^cuiivewwwacidrcWuctofSgQIDNO: 764. 

50 C ons^vCfl««»<>^'« W ' ie8of8EQlDNO; 764 " 
100 conserve amino acid ***** of SEQ 10 NO: 764. 
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